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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
04/22/2008 has been entered. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-26 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. Specifically claim 1 recites that starch has a specific 
tensile strength, however tensile strength is an intensive property which means that its 
value not only depends upon the material itself but also the preparation of the sample 
(compression forces used to mold tablet for example) and the temperature in which the 
test was conducted. Applicants have not provided sufficient information within the 
claimed subject matter for one of ordinary skill in the art to ascertain how the tensile 
strength was found, thus the claims are unclear and indefinite. It is suggested by the 
examiner that either the limitation is deleted or applicants amend the claim to include 
the conditions to make the tablet with the specific tensile strength and the conditions of 
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the experiment to find the value of the tensile strength. Also it is unclear within claim 1 
whether the tensile strength is referring to the entire tablet, the combination of 
hydrophilic polymer and starch or just starch alone. Further clarification within the claims 
is required. To expedite the examination process the examiner will search for a tablet 
with all of the claimed ingredients and the limitation on tensile strength will be 
considered met if the composition is the same. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

Claims 1-4,8-9,13-20 and 24-26 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Holman (US 6,277,875 B1, cited by applicants). 

Holman teaches dopamine D2/D3 receptor agonist for treatment of Fibromyalgia, 
the treatment can comprise administering pramipexole dihydorchloride monohydrate in 
the form of MIRAPEX® which contains HPMC and pregelatinized starch, the amount of 
pramipexole is within applicants claimed ranges. See abstract, col 8 lin 49-57 and col 
1 1 lin 30-46. Regarding the intended use limitation that the tablet is sustained release, 
Holman teaches the tablets can contain an enteric coating which controls the location in 
the digestive system where the formulation is released. Furthermore it is noted by the 
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examiner that applicants have not set forth in their claims any differences in the 
composition of their claims and the tablets of Holman, thus since the scope of 
applicants claimed invention and Holman overlap it is inherent that the formulations will 
have the same release profile. Regarding the limitation on the tensile strength of starch, 
applicants have not disclosed at least within their claims what feature of the starch 
would lead to the claimed tensile strength, such as the ratio of amylase/amylopectin or 
the molecular weights of the two carbohydrate glucoses. Since the only feature that 
must be present in within the claims is pre-gelatinized starch Holman anticipates 
applicant's claims. As stated above since this limitation is indefinite with respect to how 
the starch was compacted and the conditions used to measure the tensile strength the 
examiner searched for any tablet formulation with the same claimed ingredients, since 
upon compression with the same forces it is inherent that the same composition will 
have the same tensile strength. Regarding claims 19-20, Holman teaches that if the 
composition is in the form of a tablet or capsule it may be coated in a sugar or enteric 
coating as known in the art. Regarding claim 25 Holman teaches the amount of 
pramipexole in a MIRAPEX® tablet is 0.125-1.5 mg, and claims a therapeutic amount 
as low as 0.25 mg per day, therefore it is inherent that one tablet could be used to 
deliver the therapeutic amount needed in one day. Regarding claim 26 while the 
Holman patent discloses treating Fibromyalgia with pramipexole the patent also teaches 
that pramipexole can be used for the treatment of Parkinson's disease. See col 2 lin 
48-67. 
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Claims 1-4,8-4,19-20,22,24 and 26 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Patel et al. (US 2003/0180352). 

Patel teaches solid carriers for improved delivery of active ingredients in 
pharmaceutical compositions, the active ingredients included anti-Parkinson's drugs 
such as pramipexole and its salts, the pharmaceutical composition could further 
comprise a solubilizer such as HPMC (within applicants claimed weight range) and 
binders such as pregelatinized starch, all of the above can be in the form of a tablet. 
See abstract, [0052],[0061],[0226]-[0227],[0241],[0272], [0365]. Regarding the limitation 
on the tensile strength of starch, applicants have not disclosed at least within their 
claims what features present within their claimed starch would lead to the claimed 
tensile strength, such as the ratio of amylase/amylopectin or the molecular weights of 
the two carbohydrate glucoses. Since the only feature that must be present in 
applicant's claims is pre-gelatinized starch Holman anticipates applicant's claims. As 
stated above since this limitation is indefinite with respect to how the starch was 
compacted and the conditions used to measure the tensile strength the examiner 
searched for any tablet formulation with the same claimed ingredients, since upon 
compression with the same forces it is inherent that the same composition will have the 
same tensile strength. Regarding claims 19-20 and 22 Patel discloses that the 
pharmaceutical composition can be coated with HPMC and ethyl cellulose; also the 
coating can include an inert-processing aid. See [0273]-[0280]. 

Claim Rejections - 35 USC § 103 
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The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-22 and 24-26 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Holman (US 6,277,875 B1 ) alone or alternatively in view of Michaud 
et al. (EP 0,933,079 A1 , cited previously). 
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Holman is disclosed above. While Holman discloses using inactive ingredients 
such as HPMC and pregelatinized starch in MIRAPEX® tablets the patent does not 
disclose the exact amounts of those inactive ingredients. It is the position of the 
examiner however that one skilled in the art would through routine experimentation find 
the optimum amount of fillers, binders and other ingredients to produce a tablet with the 
desired characteristics such as tablet hardness and release profile. Generally, 
differences in concentration or temperature will not support the patentability of subject 
matter encompassed by the prior art unless there is evidence indicating such 
concentration or temperature is critical. "[W]here the general conditions of a claim are 
disclosed in the prior art, it is not inventive to discover the optimum or workable ranges 
by routine experimentation." In re Aller, 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 
1955). The normal desire of scientists or artisans to improve upon what is already 
generally known provides the motivation to determine where in a disclosed set of 
percentage ranges is the optimum combination of percentages."); In re Hoeschele, 406 
F.2d 1403, 160 USPQ 809 (CCPA 1969). 

As disclosed above Holman is silent on the tensile strength of a tablet of 
pregelatinized starch although as stated above the reference inherently meets this 
limitation. However, alternatively this limitation is also obvious when Holman is 
combined with the Michaud reference below. 

Michaud is used only to show that pregelatinized starch was already known to 
have tensile strength within applicants claimed amounts when compressed into a tablet 
form. See tables 3,6,9-13. The pregelatinized starch of Michaud was said to produce 
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very hard tablets at low compression rates. See [0025]. Thus it would have been 
obvious to one of ordinary skill in the art at the time of applicants claimed invention to 
substitute/modify the pregelatinized starch of Holman for the pregelatinized starch of 
Michaud and have a reasonable expectation of success since the two ingredients are 
essentially the same and the substitution would not materially alter the composition of 
Holman. One of ordinary skill in the art would have been motivated to combine the two 
references in order to achieve the disclosed advantages of the starches described in 
Michaud which produced hard tablets at low compression rates a feature that would 
obviously be an advantage for the industrial production and processability of the tablet. 

Claims 1-26 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Patel et al. (US 2003/0180352) alone or alternatively in view of in view of Michaud et al. 
(EP 0,933,079 A1 , cited previously). 

Patel is disclosed above. While Patel discloses tablets comprised of pramipexole, 
HPMC and pregelatinized starch the patent does not disclose the amount in weight % 
compared to the overall weight of the tablet of pregelatinized starch and the coating, the 
amount of pramipexole and the ratio of ethylcellulose or water-insoluble component and 
HPMC used in the coating. It is the position of the examiner however that one skilled in 
the art would through routine experimentation find the optimum amount of fillers, 
binders, coatings, ratio of ingredients in the coating to produce a tablet with the desired 
characteristics such as hardness and release profile. Furthermore the case laws of In 
re Aller and In re Hoeschele above are incorporated herein. 
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As disclosed above Patel is silent on the tensile strength of a tablet of 
pregelatinized starch although as stated above the reference inherently meets this 
limitation. However, alternatively this limitation is also obvious when Patel is combined 
with the Michaud reference below. 

Michaud is used only to show that pregelatinized starch was already known to 
have tensile strength within applicants claimed amounts when compressed into a tablet 
form. See tables 3,6,9-13. The pregelatinized starch of Michaud was said to produce 
very hard tablets at low compression rates. See [0025]. Thus it would have been 
obvious to one of ordinary skill in the art at the time of applicants claimed invention to 
substitute/modify the pregelatinized starch of Patel for the pregelatinized starch of 
Michaud and have a reasonable expectation of success since the two ingredients are 
essentially the same and the substitution would not materially alter the composition of 
Patel. One of ordinary skill in the art would have been motivated to combine the two 
references in order to achieve the disclosed advantages of the starches described in 
Michaud which produced hard tablets at low compression rates a feature that would 
obviously be an advantage for the industrial production and processability of the tablet. 

Claims 1-26 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Holman (US 6,277,875 B1 , cited by applicants) in view of Khan et al. (US 5,656,296, 
cited by applicant) in view of Petrus et al. (WO 00/59477 A1 , cited by applicants) in 
further view of Michaud et al. (EP 0,933,079 A1 , cited by applicants). 
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Holman is disclosed above. While Holman discloses using inactive ingredients 
such as HPMC, pregelatinized starch and coating the tablets, the patent does not 
disclose the exact amounts of those inactive ingredients nor does the patent disclose 
the use of a coating comprising a water-insoluble component and HPMC within the ratio 
specified by applicant in claim 23. 

Khan is used to primarily show that a coating comprised of a water-insoluble 
component and HPMC-based pore forming component within the ratio to each other 
and weight percent of the overall tablet as claimed by applicant was well known at the 
time of the invention to be useful in sustained release drug delivery systems. See 
abstract and col 6 lin 34-col 7 lin 17. Khan also disclosed that the coating can contain 
conventional excipients and additives which function to facilitate processing or storage. 
Khan disclosed the sustained release formulations were not effected by the 
consumption of food which is a known problem in pharmaceuticals containing water 
soluble drugs which are known to be rapidly released in the blood system due to the 
consumption of food. Thus since Khan and Holman are related, at least as coated tablet 
formulations one of ordinary skill in the art would have a reasonable expectation of 
success in using the coating of Khan and substituting it for the coating of Holman. The 
advantage of using the coating of Khan would be that pramipexole dihydorchloride 
would not be affected by consumption of food which in other types of formulations 
resulted in immediate release of the water soluble active. 

Petrus is used to show that the amount of HPMC and pregelatinized starch within 
the weight percent of the overall tablet specified by applicant was well known in the art 
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at the time of the invention for use in controlled release formulations for Parkinson's 
disease. See abstract and pag 20 lin 21-37. Thus since both Holman and Petrus are 
related to the same filed of endeavor one of ordinary skill in the art would have a 
reasonable expectation of success in using the amounts of HPMC and pregelatinized 
starch of Petrus and substituting those amounts within Holman who also teaches the 
use of HPMC and pregelatinized starch. Thus the claimed invention would have been 
prima facie obvious since all the claimed elements were known in the prior art and one 
skilled in the art could have combined the elements as claimed by known methods with 
no change in their respective functions and the combination would have yielded 
predictable results to one of ordinary skill in the art at the time of the invention. 

Michaud is used only to show that pregelatinized starch was already known to 
have tensile strength within applicants claimed amounts when compressed into a tablet 
form. See tables 3,6,9-13. The pregelatinized starch of Michaud was said to produce 
very hard tablets at low compression rates. Thus it would have been obvious to one of 
ordinary skill in the art at the time of applicants claimed invention to substitute/modify 
the pregelatinized starch of Holman for the pregelatinized starch of Michaud and have a 
reasonable expectation of success since the two ingredients are essentially the same 
and the substation would not materially effect the composition of Holman. One of 
ordinary skill in the art would have been motivated to combine the two references in 
order to achieve the disclosed advantages of the starches described in Michaud which 
produced hard tablets at low compression rates, a feature that would obviously be 
advantageous in industrial production and processability of the tablet. 
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Response to Arguments 

Applicant's arguments filed 04/22/2008 have been fully considered but they are 
not persuasive. 

Applicants assert that Holman fails to disclose a sustained release formulation 
and MIRAPEX and REQUIP cited within the reference are immediate release drugs as 
shown by the PDR cited by applicants. Applicants further assert that the tensile strength 
cannot be considered an inherent property of the starch and that tensile strength can 
vary among starch samples. 

The examiner respectfully disagrees with the above assertion by applicants. 
Firstly as noted in the rejection above Holman does describe the use of an enteric 
coating, it is well known by artisans ordinary skill that an enteric coating is used to 
control the release of a pharmaceutical within the digestive tract, thus clearly Holman 
does not just teach immediate release forms as suggested by applicants. Secondly as 
already mentioned by the examiner there is no patentable distinction within applicants 
claims that would preclude the tablet of Holman, since the two compositions are 
essentially the same it is inherent that the ingredients will have the same release 
properties and tensile strength. It is also noted by the examiner that the cited Michaud 
reference teaches pregelatinized starch, particularly the commercially available Starch 
1500 which has a tensile strength greater than applicant's claimed lower limit. Thirdly as 
mentioned in the 1 12 2 nd paragraph rejection the examiner had to conduct his search for 
what was clearly claimed, that is the ingredients claimed that are present within a tablet 
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formulation. Since tensile strength is an intensive property and would depend on the 
methods to produce the tablet (compression force) and temperature the tensile strength 
was measured it is not possible for the examiner to search for this limitation since it is 
not known with certainty the parameters used to measure the value. 

Applicants also assert that Patel also does not inherently teach the claimed 
tensile strength. 

As stated above since commercially available starches have a tensile strength 
greater than applicants claimed lower limit the limitation is considered met. Also the 
remarks on indefiniteness and how the claims were searched are incorporated herein. 

Applicants lastly assert in regards to the 35 USC 103(a) rejection over Holman, 
Khan, Petrus and Michaud fail to teach or suggest all of the claimed limitations. 
Applicants assert that since both Holman and Michaud are drawn to immediate release 
formulations there would be no reasonable expectation of success to arrive at 
applicants claimed sustained release formulation. 

The examiner respectfully disagrees with the above assertions by applicants. 
Clearly as noted above Holman does teach other types of formulations besides 
immediate release compositions. Furthermore applicants have not described where 
within the Michaud reference it states that all tablet forms described within are 
immediate release. Even if for the sake of argument the above is true, Michaud was 
only used for its description of the tensile strength of various starches and as a 
secondary reference it does not have to disclose all of applicants claimed invention. 
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Conclusion 

No claims are allowed. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to James W. Rogers, Ph.D. 
whose telephone number is (571) 272-7838. The examiner can normally be reached on 
8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mike Hartley can be reached on (571) 272-0616. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 



